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Fort VACCINE AGAINST GRAM- NEGATIVE BACTERIAL INFECTIONS 
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Washington, 0:C. 20231 
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Sir; 



I. Alan s. Ctobb, M.D., declare and say a« follows: ^ 

1. j» am the Aim S. Crow shown coinventor » thr 
captioned patent application, v^a : - v; ^ v-. 




2. I. am experienced in the field of vaccinae directed^ ? 
against bacterial infections. I*/ curriculum vita is appended to^ 
my prior declaration. 

3. Zollinger discloses veccineB eomprieing outer ^ 
membrane protein and polysaccharide, in which tha polysaccharide 
portion of the vaccine can be capsular polysaccharide or: . 
lipopolysaccharide (LPS) of any Gram- negative bacteria, with BX . ^ 
eoli being just one o£ the possibilities. By contrast, the ^ ' 
preaent olaltos recite combinations of outer nwtnbrane protein.. ... 
tOHF) derived from w. rmaingltldl* and purified, detoxified LPS ^_ 
endotoxin derived from a particular mutant strain of *. C °&;- : 
that lacks 0-polysacenaride sidechains, the J5 strain. 

4. Combination* of OMP derived from N. mniagitidia and „ 
puriiied, detoxified LPS endotoxin derived from B. ccli strain. ' 
js provid unexpectedly superior protection against gram-' 4 , 
negative sepsis a* cornpar d to combinations of OMP with LPS 
purified, detoxified endotoxins from other strains of ce>li ; 
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In our studies, ***** 



conrplmxed 



OMP d rivod from W ; 



<K 



in our DLiwic") - ' 

waning tidi* with other lipopoly saccharide, including VBB; 
endotoxin, derived from * -train of 'Brucella and from S: call 018^ 
(BC018) . Tto mice/group were iwnu*l*ed with PBfi or with 20 
of vaccine <0*P, Bruc.il a-^./*^ 
-day day 2B. EJA again-t all vaccine ^i^ n -v ^P^ 

: and Re 1*8 wa. . done 

t^e^haiienged^ 

gfclacto»a»ine ^M^^^ ^ ' J,^^ 

' h!mo?5ou S with ^^"to^^^^^^^ 
challenge wa. heterologou. with respect t^iniee ii*«nx«d^-* 



.St 



Si 



There ware no auxvivors among mioe ininunized^ 



- with OMP. ^ P^tection;^^ 



CD 



with* ECQ1 B-OMP I 

Sixcy'parcant B^rvivkl (p-0.01) wae obaerved in the gxoup^oj 
nice lwtmmized with EC018-OMP." In mice immunised with JS-OKP^ 
however, aurvival was 90% (p-0.0001), iSe., vaccination with^ 
JS-OMP provided 50% greater protection than vaccination with. 
BC01B-OMP. This waa particularly, aurpriaing in view of the fact^ 
that J5-0MP vaccine w«. providing protection againct infection| 
bv m. heterologous atraln (SC018) whereas BCOIB-owp waa providing 

protection against the •^^^^^^^ *%J$& 
J5 in Wination WiS^ ^ from^W^ineninffitldia clearly Provide^ 
protection that is markedly superior to LPS endotoxin from other 
>tralWcf^. : ^^ 

heterologous Oram -negative bacteria ^ or ^agai^ 
lipopoly-accharide W endotoxin-iradiated pathology has been 

written for Phae z^fii^tmtm.: &J&J&*'KZ^ 
(1 ,'the Walt ^^'W^^ of Ree-arch (WRAIR) 
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Scientific Review Committee* (2) the WRAXR Institutional Review ^ 
Board (IRBJ; and (3) the Surgeon General 'a Human Subjects ; • 
Raaeerab. Review Board (pending only the formality o£ try being 
credential** at WSAJR BO Chat 1 may act as principal ^ 
investigator} . My co-inventor Dr. Bhattacharjes has ooaeultedr^ 



with Or. Richman of the PDA about the specifics of the protocolt_ . 
who anggasted minor modifications to the Shaae i trial, Thaae ^Jj. -^'* 
modification* were incorporated, and the protocol will 1 J5jJgjg|; 
submitted, along with the XND application, to the sm. . ' ^ 



I further declare that all at at amenta made in- thio^ 
declaration of my own knowledge axe true and that all statements 1 3 
made on information and belief axe beiiavtsd tQ hm true; and ^ 
further, that theea statements ware made with the knowledge that^ 
willful, false statements and the like ao made are punishable by J 
line or ittprieonmant, or both, under Section 1001 of Title 18 or # 
the United States Code and that such willful, false statements 
jeopardise the validity of any patent that may issue baaed on them.' r *l 

Respectfully submitted, Xl'-r 




Alan s. CroB*i w.d. 



